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1. Claims currently under consideration are 1-20, 28-29, 32, 33, 34, and 36-40. Claims 
21-27, 30-31, and 35 stand withdrawn from consideration. Applicants' request to hold 
the drawing requirements in abeyance until such time as allowable subject matter is 
identified is noted. The text of those sections of Title 35, U.S. Code not included in 
this action can be found in the prior office action. The location of this application has 
changed. All future correspondence regarding this application should be sent to the 
Examiner's attention with art unit designation 1816. Current fax and telephone contact 
numbers may be found at the end of this Office Action. 

2. Claims 1-8, 11-20, and 36-40 stand rejected under 35 U.S.C. § 103 as being 
unpatentable over Wu et al. (AC1) or Wagner et al. (AT2) in view of Goers et al. or 
Hirsch et al. ('132), Carriere et al., Knapp et al., and Young et al. (J. Immunol., 
136:4700) or Weinberger et aL (J. Cell. Biochem.). Claims 1-5, 7-8, and 11-16 are 
drawn to protein-polycation conjugates wherein the targeting component of the 
conjugate is a T-cell specific monoclonal antibody or a protein that specifically binds to 
a T-cell antigen such as CD4 (i.e. the HIV protein gpl20). The claims are also drawn 
to the use of modified histones, histones, polylysine, protamine in the conjugates as the 
polycation substance. Claims 17-20 are directed to complexes comprising the 
conjugates of claim 1 with associated nucleic acids. Claims 36-37 are drawn to a 
process for the introduction of nucleic acids into T-cells through the use of the 
conjugates of claim 1. Wu et al. teach a method of trans fecting hepatocytes using 
asialoproteins conjugated to polycations for the transfection of liver cells (see abstract 
and column 4, paragraph 2). Wagner et al. teach the use of transferrin-polycation 
conjugates for the transfection of cells with DNA including the use of polylysine and 
protamine. Wu et al. teach a number of polycationic molecules useful in the instant 
invention, including histones, polylysine, etc (column 4, paragraph 2). Wu et al. teach 
that other targeting agents (i.e. hormones or antibodies) may be used to direct the 
conjugates to the target cell (see columns 5-6, The nature of the Ligand) and that agent 
used will depend upon the target cell. The references do not teach the use of T-cell 
specific antibodies for the targeting of polycation-nucleic acid complexes into cells. 

Goers et al. teach that therapeutic agents are selected for their intended application. 
Where the targeting of therapeutic agents to T-cells is contemplated, antibodies specific 
for T-cell antigens would be selected. 

Furthermore, Hirsch et al. teach the T-cell specific antibody-DNA conjugates and the 
use of T-cell specific antibodies to target nucleic acids to T-cells for transformation 
purposes or in order to produce interleukins, etc. (see Example 3). 

Carriere teaches that anti-CD4, CD7, and CD5 antibody conjugates are internalized by 
cells expressing these cell markers (see Abstract and Discussion). CD7 is an admitted 
tumor associated antigen (see specification, pages 12-13). The substitution of such 
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antibodies as targeting agents of protein-polycation complexes would have ben obvious 
to one of ordinary skill where the targeting of T-cell was desired. Such targeting would 
be desired when one wished to treat T-cell leukemias or HIV infected T-cells or to 
induce the production of lymphokines (see Hirsch). The use of gpl20 to target 
polycation-nucleic acid complexes to CD4 expressing cells would be functionally 
analogous to using anti-CD4 antibodies, and in view of the state of the art at the time 
of invention, an obvious means of targeting therapeutic agents to CD4 expressing cells 
in view of the state of the art and the recognition in the art that the HIV virus was 
internalized into CD4 expressing cells through the interaction of gpl20 with the CD4 
molecule. Zon et al is found at page 18 of the specification and is referred to therein as 
representing known methods of making nucleic acid analogues. This reference also 
teaches that such analogues are useful for the treatment of HIV infection. Applicants' 
comments regarding the Carrier (sic) reference are noted. The reference was cited for 
its teaching that anti-CD4, anti-CD7, and anti-CD5 antibodies were internalized into 
cells. That the antibodies were bound to gold is immaterial to the issue at hand, 
however it does provide for teaching that antibody conjugates wherein anti-CD4, anti- 
CD?, and anti-CD5 antibodies were used as the targeting agents were internalized into 
cells. 

Young et ah and Weinberger et al. teach that T-cells transfected with gamma 
interferon or differentiation antigen encoding DNA express the interferon or 
differentiation antigen. Thus, one skilled in the art would have had a reasonable 
expectation of success in expression of genes transfected into T-cells. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to select and substitute T-cell specific antibodies or gpl20 (for the transferrin 
molecule of Wu et al. or Wagner et al.) as the targeting agents for protein-polycation 
conjugates or complexes of said conjugates additionally containing nucleic acids 
because such antibodies would allow for the specific direction and introduction of 
nucleic acid laden conjugates to T-cells for the purpose of introducing foreign DNA 
into the cells for either therapeutic purposes or for the production of interleukins (as is 
indicated by the Hirsch reference). From the teachings of the references, it is apparent 
that one of ordinary skill in the art would have had a reasonable expectation of success 
in producing the claimed invention. Therefore, the invention as a whole w as prim a 
facie obvious to one of ordinary skill in the art at the time the invention was made, as 
evidenced by the references, especially in the absence of evidence to the contrary. 

3. RESPONSE TO TRAVERSAL: Applicants' arguments have been considered but are 
not found persuasive for the following reasons and those set forth in the previous Office 
Action (see papers #18 and 29, paragraph 4 particularly). 

Applicants' also request that several "unaddressed" arguments be responded to in this 
Office Action. Page 7, indented paragraph 1 is simply viewed as recital of the 
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teachings of the Wu reference is has no "issue" contained within it. Page 7, 
paragraphs 1 and 2 and 3, at best, argue that Wu is not an anticipatory reference. As 
the art is cited in an obviousness rejection, the Examiner has no dispute with such an 
assertion. Also an "issue" is the motivation to select a T-cell specific antibody for 
targeting of the conjugates. This is dealt with by the Hirsch reference already of 
record. It is also necessary to note that Wu specifically discloses and teaches that 
antibodies mat be used as the targeting agent. 

Page 8, paragraph 1 is viewed as an argument that the Wagner reference does not teach 
anything more than the use of transferrin as a targeting agent and that the invention 
cannot suggest more than that explicitly stated within its pages. This argument is not 
persuasive as the references are taken for what they reasonably suggest to one of 
ordinary skill in the art and for what they explicitly and implicitly teach on one of 
ordinary skill. Page 8, paragraph 2, The Goers patent was cited to show the art 
recognized use of antibody-DNA conjugates for the delivery of DNA into cells (see 
column 27, section 5.5). Applicant also argues that because Wu does not explicitly 
teach the targeting of T-cells, the reference is defective for the obviousness rejection. 
This argument is not persuasive in view of the other references which explicitly teach 
the targeting or T-cells with antibody-targeted conjugates for a variety of reasons( 
Hirsch explicitly teaches (see column 3) the use of antibody-DNA conjugates for the 
transfection of T-cells (wherein the antibodies are T-cell specific, i.e. CD3 specific). 

Applicant also traverses on the determination of the ordinary artisan in this field. The 
person of ordinary skill in the art is a hypothetical person who is presumed to know 
the relevant prior art. Custom Accessories. Inc. v. Jeffrey- Allan Indus.. Inc .. 807 
F.2d 955, 962, 1 USPQ2d 1196, 1201 (Fed. Cir. 1986)). Factors that may be 
considered in determining level of ordinary skill in the art include (1) the educational 
level of the inventor; (2) type of problems encountered in the art; (3) prior art solutions 
to those problems; (4) rapidity with which innovations are made; (5) sophistication of 
the technology; and (6) educational level of active workers in the fiel d. Environment al 
Designs. Ltd. v. Union Oil Co .. 713 F.2d 693, 218 USPQ 865, 868 (Fed. Cir. 
1983), cert, denied , 464 U.S. 1043 (1984). Applicant's arguments appear to be 
drawn to the issue as to whether one or ordinary skill in the art for the purposes of this 
invention is any Ph.D. or whether one of ordinary skill in the art is someone practicing 
in this field. It is the Examiner's position that the routineer is one who practices within 
a particular field of endeavor (a specialist in this area), not a generalist. Indeed, the 
courts have sanctioned such a practice stating "There is no dispute that the level of 
ordinary skill in the art is one who has a Ph.D. or MD in genetics, molecular genetics, 
cytogenetics, molecular biology or nucleic acid biochemistry with experience in 
nucleic acid hybridization principles, or one with an advanced degree with 
considerable experience in nucleic acid hybridizations and their applications." See 
footnote 1, Regents of the University of California v. Oncor Inc . . 44 USPQ2d 1321, 
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(DC N.Calif. 1997). While this case is not directed to hybridization assays, the 
principle remains the same. One or ordinary skill in the art is one who is of ordinary 
skill in the particular field to which the claimed invention applies. Accordingly, the 
determination of who one of ordinary skill in the art is for this invention is not believed 
to be in error. The Examiner considers the routineer to be someone familiar with 
antibody conjugates and trans fection of cells such as T-cells. 

Applicant continues to dispute that one of ordinary skill in the art would have 
recognized the interchangability of antibodies and transferrin in the construction of 
antibody-polycation-DNA conjugates. The art recognized that antibodies and 
glycoproteins were interchangeable for the targeting of DNA to cells (Wu et al.). 
Wagner teaches the transferrin-polycation conjugates of their reference is similar to the 
system of Wu for the targeting of DNA to cells (Introduction, last paragraph). These 
teachings would have suggested the interchangability of the various targeting agents 
within the transfection systems. 

Carriere taught that anti-CD4, anti-CD7, and anti-CD5 antibodies were 
internalized into cells. At issue is whether the routineer would have recognized that 
another "targeting" agent, such as an antibody known to be internalized into cells, 
would have been useful for the direction of DNA into cells and whether such a 
routineer would have been motivated to substitute such an antibody for the transferrin 
molecules of the prior art. The primary references differ from the claimed invention in 
only the targeting agent used to direct the DNA into a cell. One of ordinary skill in the 
art would have recognized that a molecule which caused internalization of a bound 
ligand would have been useful as a targeting component of a conjugate comprising a 
protein-polycation conjugate which are capable of forming soluble complexes with 
nucleic acids and which are also adsorbed into cells. 

Thus, the scope and content of the prior art indicate that the art recognized that 
T-cell specific antibody-DNA constructs were useful for the transfection of T-cells, that 
transfected T-cells expressed the genes with which the ceils were transfected, and that 
antibodies could be used as the targeting ligands in the system of Wu et al. The art 
also recognized other antibodies which were internalized by T-cells (Carriere et al.). 
The differences between the prior art and the claimed invention involve the use of T- 
cell specific antibodies in the place of the generically taught antibodies of the Wu 
patent. The person of ordinary skill in the art is a hypothetical person who is 
presumed to know the relevant prior art. Custom Accessories. Inc. v. Jeffrey-Alla n 
Indus.. Inc. . 807 F.2d 955, 962, 1 USPQ2d 1196, 1201 (Fed. Cir. 1986). In 
determining this skill level, various factors are considered, including "type of problems 
encountered in the art; prior art solutions to those problems; rapidity with which 
innovations are made; sophistication of the technology; and educational level of active 
workers in the field." Id. In a given case, every factor may not be present, and one 
or more factors may predominate. Id. at 962-63, 1 USPQ2d at 1201. The relative 
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level of skill in the biotechnology arts is generally recognized to be high as is the 
sophistication of the technology. In the case of this invention, the routineer may be 
considered to be a Ph.D. or an M.D* with a number of years of post-doctoral 
experience who practices in the DNA art as relates to the transfection of cells with 
targeting constructs. One of ordinary skill in the art, with such a degree of education 
and expertise within the art would have recognized the equivalence of antibodies and 
transferrin as targeting ligands in the context of this invention. 

Under the facts of the current situation, transferrin-DNA, anti-CD3-DNA 
conjugates (Hirsch et al.), anti-CD4, anti-CD7, and anti-CD5 antibodies were 
recognized to be internalized into cells with their respective conjugated moieties. Wu 
explicitly teaches that antibodies may be used as targeting ligands in the system of the 
'320 patent. One of ordinary skill in the art would have recognized that transferrin and 
specific antibody were equivalents for the purposes of targeting DNA to cells, 
especially in view of the teachings of Wu which indicated that antibodies may be used 
as targeting agents in the place of asialoglycoproteins. Thus, one of ordinary skill in 
the art would have been motivated to use such targeting agents (i.e. antibodies) to 
deliver nucleotides into cells where such targeting agents were a component of a 
protein-polynucleotide conjugate capable of forming soluble complexes with DNA and 
being internalized into cells, especially in view of the teachings of Wu et al. which 
indicated that transferrin and antibodies were suitable targeting vehicles for the 
introduction of DNA laden polycation complexes. 

4. Claims 17, 20, 28-29 and 32-34 stand rejected under 35 U.S.C. § 103 as being 

unpatentable over Wu et al. (AC1) or Wagner et al. (AT2) in view of Goers et al., 
Hirsch et al. ('132), Knapp et al,, and Carriere et al., as applied above and further in 
view of Haseloff et al., or Rossi et al. ('019) and Applicants' admitted prior art 
regarding oncogene inhibitory nucleic acids (see page 26, paragraph 3 of the 
specification). The teachings of the Wu et al. (AC1), Wagner et al. (AT2), Goers et 
al. , and Hirsch et al. (' 132) references have been discussed above. Claims 28-29 and 
33-34 are drawn to protein-polycation/nucleic acid complexes wherein the nucleic acid 
is a ribozyme which an inhibitory nucleic acid or an oncogene inhibitory nucleic acid 
and the targeting component of the conjugate is a T-cell specific monoclonal antibody 
or a protein that specifically binds to a T-cell antigen such as CD4 (i.e. the HIV protein 
gpl20). Wu and Wagner differ from the claimed invention in that the use of antibody 
targeting agents and nucleic acids comprising ribozymes are not taught. Therapeutic 
agents of the gene therapy category also include ribozymes. Haseloff et al. teach 
ribozyme enzymes (ribozymes) and a variety of applications for these molecules (see 
pages 590-591) such as the specific targeting of a particular gene RNA transcript with 
ribozymes. The "anti-gene activity" of ribozymes is indicated to provide a basis for 
gene therapy of various diseases, including HIV infection (column 1, '019). This 
section also indicates that transfection or transformation techniques to introduce genes 
encoding ribozymes into various types of cells were known in the art in 1988. Those 
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skilled in the art would have been able to insert ribozymes into a variety of genetic 
constructs in order to facilitate the expression of the ribozyme of a desired specificity. 
Rossi et al. teach ribozymes capable of cleaving HIV-1 RNA and provide a variety of 
therapeutic applications for the disclosed ribozymes of their invention. Included in this 
teaching is that therapeutic ribozymes may be introduced into cells by a variety of 
methods including the transfection of cells with DNA encoding the ribozymes of a 
desired specificity (see column 6, Therapeutic Procedures). Ribozymes are also taught 
to be capable of inactivating endogenous RNA transcripts including those produced by 
the ras, myc, or src oncogenes. Ribozyme contained within tRNA transcripts are 
known in the art (see specification, page 19). In view of the teachings of Rossi et ah 
and/or Haseloff et al., one of ordinary skill would have recognized that the targeting 
of ribozymes to T-cells expressing oncogene proteins or HIV proteins using polycation- 
protein conjugates such as those taught by Wagner et al. would have been useful for 
inactivation of the genetic transcripts contained within the cells. Further, one of 
ordinary skill would have recognized, prior to Applicant's earliest priority date, that 
the targeting specificity of the system disclosed by Wagner et al. could be greatly 
enhanced by the use of antibodies to specifically target therapeutic agents such as 
ribozymes. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to select and substitute T-cell specific antibodies or gpl20 (for the transferrin 
molecule of Wu et al. or Wagner et al.) as the targeting agents for protein-poly cation 
conjugates or complexes of said conjugates additionally containing nucleic acids 
because such antibodies would allow for the specific direction and introduction of 
ribozyme laden conjugates to T-cells for the purpose of introducing foreign nucleic 
acids, such as ribozymes, into the cells for the inactivation of RNA contained with the 
cells. From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole wa s prima faci e obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

5. RESPONSE TO TRAVERSAL: Applicants' arguments have been considered but are 
not found persuasive for the following reasons and those set forth in the previous Office 
Action (see paragraph 3, above, paper #18 and paper 29). Applicants' traversal covers, 
essentially, the same ground as that in the previous traversal on the first 103 rejection 
set forth by the Examiner. Applicants' arguments have been considered but are not 
found persuasive for the following reasons: This invention substitutes antibodies which 
are internalized into cells for the transferrin molecule of the prior art as the means for 
the targeting of nucleic acids into cells. Applicant argues that there is no motivation to 
target ribozymes to T-cells based on the combination of references. The obviousness of 
the targeting agent-polycation conjugates have been discussed above. This rejection is 
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based upon the additional element of ribozymes being recited in the claims. Ribozymes 
are a nucleic acid and one skilled in the art would have expected such ribozymes to be 
capable of association with the poiycation-targeting agent conjugates produced in the 
previous rejection through the combination of references. One of ordinary skill in the 
art would have had a reasonable expectation of success in forming a protein (antibody)- 
polycation-ribozyme complex in view of the combination of references. 

Applicant requests the following points to be addressed. Page 16, paragraphs 1-5: The 
Haselhoff and Rossi references are cited for the proposition that ribozymes are known, 
art recognized as a form of nucleic acid, and that one skilled in the art would have 
recognized their usefulness as nucleic acids (i.e., for those reasons taught within the 
references, namely the degradation of HIV RNA which is art recognized to be found in 
HIV infected, see Rossi, Therapeutic Procedures, column 6) associated with the 
polycation portion of the antibody conjugates of the combination of references. 
Applicants' asserted "attack" on the references is noted, however the traversal is along 
the grounds that there is no explicit statement to place ribozymes onto polycation- 
antibody conjugates. This type of arguments is unpersuasive as the references need no 
explicitly make such statements and one of ordinary skill in the art would have 
reasonably expected this nucleic acid to complex with polycations. 

1 NEW GROUNDS OF REJECTION 

6* Claims 1 and 9-10 are rejected under 35 U.S.C. § 103 as being unpatentable over Wu 
et al. (AC1) or Wagner et al. (AT2) in view of Goers et al. and Knapp et al. and 
Calliere et al., as applied above (see paragraph 2) and further in view of Goding et al,, 
Ghetie et al. (Mol. Immunol., 23:1371), Ghetie et al. (Mol. Immunol., 25:473), or 
Mota et al. (Immunol. Letters), Claims i and 9-10 are drawn to compositions 
comprising antibodies bound to polycations through protein A antibody interactions. 
The teachings of the references (Wu, Wagner, Goers, Knapp, and Calliere) have been 
discussed supraand differ from the claimed invention in that the binding attachment of 
polycation to antibody through a protein A-antibody interaction is not taught in the 
combination of references. Goding et al. teach that protein A may be used as an 
immunological reagent for the attachment of reagents to antibody molecules. 
Specifically, the attachment of labels such as fluorescein or radioisotopes to cell bound 
antibodies is taught by the reference (see page 248). In view of the art recognition that 
labels such as fluorescein or radioisotope could be, and were, attached to antibodies 
through a protein A-antibody interaction, it would have been obvious to one of 
ordinary skill in the art that polycations could also be attached to antibodies through the 
protein A-antibody interaction, thereby providing a means of attaching DNA to 
antibodies or facilitate the isolation of antibodies through ion exchange 
chromatography. The Ghetie references and Mota et al. teach that those skilled in the 
antibody conjugate arts recognizes the usefulness of Protein A conjugates as 
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"universal" agents which may then be conveniently attached to antibodies of any 
specificity, see Ghetie, Mol. Immunol., 23:1373. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to select make an antibody-protein A-polycation compound because such 
proteins would have allowed for the specific direction and introduction of nucleic acid 
laden conjugates to T-cells or facilitated the isolation of such antibodies through ion 
exchange chromatography. From the teachings of the references, it is apparent that one 
of ordinary skill in the art would have had a reasonable expectation of success in 
producing the claimed invention. Therefore, the invention as a whole w as prima fac ie 
obvious to one of ordinary skill in the art at the time the invention was made, as 
evidenced by the references, especially in the absence of evidence to the contrary. 

7. Applicant traverses on the grounds that the Examiner has utilized improper hindsight to 
reject the claims. The arguments has not been found persuasive for the reasons cited 
above and because one of ordinary skill in the art would have recognized that Protein 
A-polycation conjugates would have been an "universal" reagent useful for the 
attachment of DNA to IgG antibodies of any specificity. Indeed the art, in addition to 
Goding et aL, had used such conjugates for the delivery of toxins to cells (see Ghetie et 
al. or Mora et al.). Applicants* characterization of the previous response is noted and 
appears to be based on the impression brought on by the Examiner's imprecise sentence 
structure. The Examiner did not seek to imply that the polycation-DNA portion of the 
conjugate was taught by the references, rather the sentence was meant to state that the 
art used protein A as a universal reagent to attach a variety of substances to IgG 
antibodies of any specificity. The second paragraph is noted on page 18 and is 
addressed as follows. The paragraph relates to the presence of natural antibodies which 
bind to protein A which are found in the serum of the mammal. Protein A would 
remain a "universal agent" for the purposes of attaching compounds to IgG molecules, 
however these natural antibodies limit the effectiveness of administered conjugates by 
neutralization of the conjugate before it reaches the target cell. The presence of natural 
antibodies in the serum of mammals administered the IgG protein A conjugates is 
irrelevant to the teaching and art recognition that protein A is a universal reagent for 
the attachment of a variety of compounds to IgG molecules of any specificity. 

8, No claim is allowed. THIS ACTION IS MADE FINAL. Applicant is reminded of the 
extension of time policy as set forth in 37 C.F.R. § 1.136(a). 

A SHORTENED STATUTORY PERIOD FOR RESPONSE TO THIS FINAL 
ACTION IS SET TO EXPIRE THREE MONTHS FROM THE DATE OF THIS 
ACTION. IN THE EVENT A FIRST RESPONSE IS FILED WITHIN TWO 
MONTHS OF THE MAILING DATE OF THIS FINAL ACTION AND THE 
ADVISORY ACTION IS NOT MAILED UNTIL AFTER THE END OF THE 
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THREE-MONTH SHORTENED STATUTORY PERIOD, THEN THE SHORTENED 
STATUTORY PERIOD WILL EXPIRE ON THE DATE THE ADVISORY ACTION 
IS MAILED, AND ANY EXTENSION FEE PURSUANT TO 37 C.F.R. § 1.136(a) 
WILL BE CALCULATED FROM THE MAILING DATE OF THE ADVISORY 
ACTION. IN NO EVENT WILL THE STATUTORY PERIOD FOR RESPONSE 
EXPIRE LATER THAN SIX MONTHS FROM THE DATE OF THIS FINAL 
ACTION. 

This application may be subject to the provisions of Public Law 103-465, effective 
June 8, 1995. Accordingly, if this application has been pending for at least two years 
as of June 8, 1995, taking into account any reference to an earlier filed application 
under 35 U.S.C. 120, 121 or 365(c), applicant, under 37 CFR 1.129(a), is entitled to 
have a first submission entered and considered on the merits if, prior to abandonment, 
the submission and the fee set forth in 37 CFR 1.17(r) are filed prior to the filing of an 
appeal brief under 37 CFR 1.192, 

THIS APPLICATION IS SUBJECT TO PUBLIC LAW 103-465 . Therefore, upon 
the timely filing of a first submission and the appropriate fee under 37 CFR L17(r), 
the finality of the previous Office action will be withdrawn. In view of 35 U.S.C. 
132, no amendment considered as a result of payment of the fee set forth in 37 CFR 
1 . 17(r) may introduce new matter into the disclosure of the application. 

If applicant has filed multiple proposed amendments which, when entered, would 
conflict with one another, specific instructions for entry or non-entry of each such 
amendment should be provided upon payment of any fee under 37 CFR 1.17(r). 

9. Papers related to this application may be submitted to Group 180 by facsimile 
transmission. Papers should be faxed to Group 180 via the PTO Fax Center located in 
Crystal Mall 1. The faxing of such papers must conform with the notice published in 
the Official Gazette, 1096 OG 30 (November 15, 1989), The CM1 Fax Center 
telephone number is (703) 305-7401. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christopher Eisenschenk whose telephone number is 
(703) 308-0452. The examiner can normally be reached Monday through Thursday 
from 6:30 am to 5:00 pm. A message may be left on the examiner's voice mail 
service. If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Christina Chan can be reached on (703) 308-3973. The fax 
phone number for Group 180 is (703) 305-3014 or (703) 305-7401. Any inquiry of a 
general nature or relating to the status of this application should be directed to the 
Group 180 receptionist whose telephone number is (703) 308-0196, 
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August 12, 1998 

Christopher Eisenschenk, Ph.D. 

Primary Examiner 
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